Background: Rheumatoid arthritis is a chronic form of inflammatory arthritis that is thought to have an early stage or reversibility with effective therapy ("window of opportunity"). Objectives: In the present study, we explored the effects of induction therapy with anti-TNFα antibody infliximab (IFX) plus methotrexate (MTX) compared with MTX alone and with placebo (PL) in patients with very early inflammatory arthritis.
Methods:
In an investigator-initiated, double-blind, randomized, placebocontrolled, multi-center trial, patients with synovitis of 12-16 weeks duration in at least 2 joints underwent one year of treatment with IFX in combination with MTX, MTX monotherapy or PL randomized in a 2:2:1 ratio. The primary endpoint was clinical remission after 1 year (sustained for at least two consecutive visits 8 weeks apart including week 54) with remission defined as no swollen joints, 0 -2 tender joints and a C-reactive protein (CRP) level within the normal range (<0.5 mg/dl) or a normal ESR (<25 mm/h). Further, sustainability of remission was assessed during the second year of the study, during which patients received no treatment. The trial was registered at www.isrctn.com (ISRCTN21272423). Results: See Table 1 . 90 patients participated in the present study. At week 54 (primary endpoint), 32% of the patients in the IFX+MTX group achieved sustained remission compared with 14% on MTX alone and 0% on PL (Table) . This difference was statistically significant for all three groups (p<0.05) and for IFX+MTX vs PL (p<0.05) separately, but not for IFX+MTX vs MTX (p=0.10), nor for MTX vs PL (p=0.31). Remission was maintained during the second year on no therapy in 75% of the IFX+MTX patients but was lost in 80% of the MTX-only-patients (Table) . The analysis of radiographic progression did not reveal significant differences between the three treatment groups. The number needed to treat (NNT) to achieve one additional sustained remission at 52 weeks with IFX+MTX was 3 compared to placebo; the NNT for MTX alone versus placebo was 7 (NNT=6 for IFX+MTX vs MTX alone). Background: Infliximab (IFX) was one of the first genetically engineered biologics successfully applied for medical use in patients with active RA and patients with AS. Previous preclinical studies showed that BCD-055 is highly similar to innovator IFX.
Conclusions
Objectives: This abstract presents results from three clinical trials of infliximab biosimilar, BCD-055, including comparative data on pharmacokinetics (PK), efficacy and safety in a variety of patient populations. Methods: All three studies were conducted as international multicenter randomized double-blind studies in direct comparison with innovator IFX. ASART-1 study (Phase 1, PK study) and ASART-2 study (Phase 3, efficacy and safety study) were conducted in patients with AS. After the screening patients were stratified by CRP and BASDAI score, randomized (1:1 ratio in ASART-1; 2:1 ratio in ASART-2) into 2 arms and received BCD-055 or innovator IFX at a dose 5 mg/kg IV on day 1 wk 0, 2, 6 and then every 8 wks (up to wk 54). LIRA study (Phase 3 study) was conducted in patients with active RA who were stratified by age and DAS28 score, randomized (2:1) into 2 arms and received BCD-055 or innovator IFX at a dose 3 mg/kg IV on day 1 wk 0, 2, 6 and then every 8 wks (up to wk 54). Results: A total of 91 patients were enrolled in ASART-1 study, 198 patients -in ASART-2 study and 195 patients -in LIRA study in Russia and Belarus. PK characteristics were equivalent for BCD-055 and innovator IFX. After the single administration 90%CI for the ratio of geometric means for AUC 0 
5%).
Safety: BCD-055 and innovator IFX showed highly similar safety profiles in all three studies without cases of unexpected toxicity. The rates of AEs were equivalent for both drugs and varied from 47% in patients with AS to 53% in patients with RA. Immunogenicity assessment didn't find any significant difference between BCD-055 and innovator IFX, anti-drug antibodies occurred at the same rate irrespectively to the group. Conclusions: BCD-055 is highly similar to innovator IFX in patients with active RA and in patients with AS in terms of efficacy, safety and PK. Background: Biologic therapies have dawned a new era in the management of patients with chronic inflammatory arthritis by nudging the goal post from control to induction of remission. Adalimumab, a TNF-α inhibitor, has proven to be safe and effective in improving the disease activity and quality of life in patients with conditions like rheumatoid arthritis (RA) and ankylosing spondylitis (AS).
1,2 A biosimilar adalimumab (developed by Cadila Healthcare Ltd., India) has been approved for clinical use in 2014 in India. While the initial biosimilarity has been established for physicochemical, functional as well as clinical efficacy and safety aspects; 3, 4 ongoing evaluation of safety in real-life patients is crucial for such biosimilar therapies. Objectives: We share our experience on the real-life safety profile of biosimilar adalimumab following its clinical use in patients with RA and AS. Methods: Patients with RA or AS treated with biosimilar adalimumab in our outpatient clinic at Arthritis and Rheumatism Centre during the period of 17 Dec 2014 to 30 Mar 2016 were considered for this analysis. The patients were prescribed biosimilar adalimumab 40 mg subcutaneously every fortnight for a minimum of 6 months. The patients were followed up till the end of the treatment, and any safety signals or adverse events reported were collected and analysed. Results: A total of 200 patients -119 patients with AS and 81 patients with RA -who received biosimilar adalimumab therapy for a period of 6 months were included. The median age for the group was 36 (17-68 years); and 138 patients were males. The mean BMI was 25.74±3.83; and the median duration of disease for the entire group was 4.54 (0.5-13.5) years -4.54 (0.5-9.58) years for the patients with AS, and 4.58 (2.5-13.5) years for the patients with RA. About 90% (181 out of 200 patients) received concomitant therapy with methotrexate. Biosimilar adalimumab therapy was well tolerated by all patients, with no serious adverse events. Adverse events were noted in only 2 patients -one patient had developed pulmonary tuberculosis in the 4th month of treatment, biosimilar adalimumab was discontinued and AKT treatment was started; while another patient experienced rise in transaminases for which, the dose of methotrexate was reduced. Overall assessment of tolerability as "Excellent" was 65.5% by the treating physician and 82% by patients. Conclusions: To the best of our knowledge, this is the first report on "real-life" use of biosimilar adalimumab in such a large number of patients. The analysis reveals a safety and tolerability profile of biosimilar adalimumab comparable to that of the innovator product.
